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DETAILED ACTION 

RE: Kelseyetal. 

1. Applicant's response filed on 8/29//2006 is acknowledged. New claims 13-19 are 
added. Claims 7-12 have been withdrawn from further consideration. Claims 1 , and 3- 
5 are amended. 

2. Claims 1-6 and 13-19 are under examination. 

3. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

4. The information disclosure statement (IDS) filed on 8/29/06 has been considered. 
A signed copy is attached hereto. 

5. Due to applicants' species election of medulloblastoma and cancellation of 
species of carcinoma, the claims are examined to the extent that the cancer is 
medulloblastoma or blastoma. 

6. Applicants statement that applicants do not dispute that the word 
"medulloblastoma" is not expressly recited in 60/141,316 or 10/268,501, and preserve 
the right to traverse is acknowledged. 

Objections Withdrawn 

7. The objections to the specification because there is no brief description for Figure 
8B and Figure 8C under the "Brief Description of the Drawings" (see page 7, line 10) is 
withdrawn in view of applicants' arguments. 
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Rejections Withdrawn 

8. The rejection of claims 3-5 under 35 U.S.C. 112, second paragraph, as being 
indefinite for reciting the terms 2C4 and 4D5 as the sole means of identifying the 
claimed molecules is withdrawn in view of applicants 1 amendment to the claims. 

• 

9. The rejection of claims 3-5 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement because the specification does not 
provide evidence that the claimed biological materials are (1) known and readily 
available to the public; (2) reproducible from the written description is withdrawn in view 
of applicants' deposit of the claimed antibodies. 

10. The rejection of claims 1-6 under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement is withdrawn in view of the Grossi's reference 
submitted in the response. 

11. All art rejections and double patenting rejections are withdrawn in view of 
applicants' amendment to the claims and new grounds of rejections. 
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New Grounds of Rejections 

Claim Rejections -35 USC § 112, 2 nd paragraph 

12. Claim 16 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 16 contains the trademark/trade name HERCEPTIN®. Where a trademark 
or trade name is used in a claim as a limitation to identify or describe a particular 
material or product, the claim does not comply with the requirements of 35 U.S.C. 112, 
second paragraph. See Ex parte Simpson, 218 USPQ 1020 (Bd. App. 1982). The 
claim scope is uncertain since the trademark or trade name cannot be used properly to 
identify any particular material or product. A trademark or trade name is used to identify 
a source of goods, and not the goods themselves. Thus, a trademark or trade name 
does not identify or describe the goods associated with the trademark or trade name. In 
the present case, the trademark/trade name is used to identify/describe an antibody 
and, accordingly, the identification/description is indefinite. 

Claim Rejections - 35 USC § 102 

13. Claims 13 and 15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
WO 98/17797 (International Publication Date: 4/30/1998, IDS) as evidenced by Shepard 
etal. (J. Clinical Immunology, 1991, 11(3), 117-126, IDS). 

Claims 13 and 15 are drawn to a method of treating blastoma that express ErbB2 
comprising administering a therapeutically effective amount of an antibody which binds 
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ErbB2 to a patient. The method is further limited wherein the antibody is monoclonal 
antibody 4D5 or humanized 4D5, and the antibody blocks binding of monoclonal 
antibody 2C4 to ErbB2. 

WO 98/17797 teaches a method of treating a tumor that overexpresses ErbB2 
receptor comprising administering to a subject an effective amount of a monoclonal 
antibody or a humanized antibody such as 7C2, 7F3 and 4D5, wherein the tumor is 
glioblastoma (see claims 28-31, page 4, lines 22-26, page 5, lines 5-8, page 9 and page 
36, lines 9-15). . WO 98/17797 teaches that the antibodies 7C2, 7F3 and 4D5 bind to 
the extracellular domain of the receptor (see page 9, lines 22-30) and inhibit the ligand 
from binding the receptor (see column 5, lines 42-43). 

The antibodies 7C2, 7F3 and 4D5 block ligand activation of an ErbB receptor and 
the antibody 7F3 blocks binding of monoclonal antibody 2C4 to ErbB2, as evidenced by 
Shepard et al. 

Shepard et al. teach that the monoclonal antibodies 4D5, 2C4 and 7F3, etc. 
selectively bind the extracellular domain of ErbB2 (p185/HER2) and inhibit proliferation 
of human breast and ovarian tumor cells that express ErbB2 (see for example, Table III, 
page 123). Shepard et al. teach that the antibodies bind tightly to ErbB2, excludes 
ligand binding, downregulates receptor signaling pathways (see page 124, first 
paragraph). Shepard et al. teach that the antibody 7F3 blocks binding of monoclonal 
antibody 2C4 to ErbB2 (see notes of Table III, line 4). 

Because glioblastoma is one type of blastoma, therefore, WO 08/17797 teaches 
every limitation of the claims. 
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Claim Rejections - 35 USC § 103 

14. Claims 1-6 and 13-19 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over WO 98/17797 (International Publication Date: 4/30/1998, IDS) in view of Schaefer 
et al. (Oncogene, 1997, 15: 1385-1394, IDS), Carter et al. (Proc. Natl. Acad. Sci. USA, 
1992, 89: 4285-4289, IDS), WO 01/00245 A2 (Publication Date: 1/4/2001, IDS), 
Gilbertson et al. (Clinical Cancer Res. (1999, Nov. 5 (Suppl.), 3737s, Abstract #38, 
IDS), and as evidenced by Shepardetal. (J. Clinical Immunology, 1991, 11(3), 117- 
126, IDS). 

The interpretations of claims 13 and 15 are set forth above (see paragraph 13). 

Claims 1-6, 14, and 16-19 are interpreted as a method of treating 
medulloblastoma that expresses ErbB2 comprising administering a therapeutically 
effective amount of an antibody which binds ErbB2 to a patient. The method is further 
limited wherein the antibody blocks ligand activation of an ErbB receptor, the antibody 
blocks binding of monoclonal antibody 2C4 to ErbB2, the antibody is monoclonal 
antibody 4D5 or humanized 4D5, the antibody is a monoclonal 2C4 or humanized 2C4, 
the antibody is a humanized 4D5 antibody comprising huMab4D5-8 (HERCEPTIN®), 
and the antibody is a humanized version of monoclonal antibody of 2C4. 

The teachings of WO 98/17797 and Shepard are set forth above as they apply to 
claims 13 and 15. 

WO 98/17797 does not teach that the antibody is a humanized 4D5 antibody 
comprising huMab4D5-8 (HERCEPTIN®), a humanized antibody 2C4, or a humanized 
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version of monoclonal antibody of 2C4. WO 98/17797 does not teach the tumor is 
medulloblastoma. However, these deficiencies are made up for in the teachings of 
Schaefer, Carter and Gilbertson. 

Schaefer et al. teach that anti-ErbB2 monoclonal antibodies 2C4 and 4D5 inhibit 
proliferation of human breast cancer cells MDA-MB-175 and SK-BR-3 by blocking the 
association of ErbB2 with ErbB3 via blocking gamma-HRG activation of ErbB3 and 
ErbB3 (Fig. 7). Schaefer et al. teach that these antibodies interfere with the ligand 
dependent formation of ErbB2-ErbB3 heterodimer complexes (see abstract, lines 20-24, 
and page 1390, 2 nd paragraph)). Schaefer et al. teach that anti-ErbB23 monoclonal 
antibody 2C4 effectively blocks neuregulin binding and down stream signaling (see 
page 1390, left column, 2 nd paragraph, lines 10-13). Moreover, Schaefer et al. teach 
that the antibody 2C4, which binds to a different ErbB2 epitope significantly inhibited 
(76%) cell growth in MDA-MB-175 cells, however, 4D5 shows only a moderate growth 
inhibition (see page 1 390, left column, last section). 

Carter et al. teach that the humanized antibody humAb4D5-8 binds p185 HER2 
antigen 250-fold and 3-fold more tightly than humAb4D5-1 and mumAb4D5, 
respectively. In addition, humAb4D5-8 has potency comparable to the murine antibody 
in blocking SK-BR-3 cell proliferation. Furthermore, humAb4D5-8 is much more 
efficient in supporting antibody-dependent cellular cytotoxicity against SK-BR-3 cells 
than mumAb4D5 (see abstract). 



Application/Control Number: 10/608,626 Page 8 

Art Unit: 1643 

WO 01/00245 A2 teaches humanized antibody 2C4 or humanized version of a 
monoclonal antibody 2C4 (see the paragraph bridging pages 13 and 14, and Example 

3). 

Gilbertson et al. teach that ErbB2 receptor represents a potential target for novel 
therapies in childhood medulloblastoma (see title). Gilbertson et al. teach that the anti- 
ErbB2 monoclonal antibody Herceptin™ (supplied by Genetech Inc.) significantly 
inhibited the in vitro growth of the two out of the three medulloblastoma cell lines tested 
(see abstract). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to use the method of WO 98/17797 and the antibodies of 
Schaefer, Carter or WO 01/00245 (i.e. humAb4D5-8 antibody, monoclonal or 
humanized 2C4 antibody) to treat medulloblastoma in view of the teachings of Schaefer, 
Carter, WO 01/00245 and Gilbertson. One would have been motivated to use the 
method of WO 98/17797 and the antibodies of Schaefer, Carter or WO 01/00245 (i.e. 
humAb4D5-8 antibody, monoclonal or humanized 2C4 antibody) to treat a 
medulloblastoma that expresses ErbB2 in a patient because Gilbertson et al. teach the 
anti-ErbB2 monoclonal antibody Herceptin™ (supplied by Genetech, Inc.) significantly 
inhibited the in vitro growth of medulloblastoma cells and ErbB2 receptor represents a 
potential target for novel therapies in childhood medulloblastoma, and Schaefer, Carter 
and WO 01/0245 teach that humAb4D5-8 mAb4D5, monoclonal 2C4 antibody or 
humanized 2C4 antibody are potent growth inhibitors for tumor cells that express ErbB2 
antibody. One of ordinary skill in the art would have a reasonable expectation of 
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success to use the method of WO 98/17797 and the antibodies of Schaefer, Carter or 
WO 01/00245 (i.e. humAb4D5-8 antibody, monoclonal 2C4 antibody or humanized 2C4 
antibody) to treat a medulloblastoma that expresses ErbB2 in a patient because WO 
98/17797 teach that anti-ErbB2 antibodies such as 4D5, and 7F3 can treat glioblastoma 
(brain cancer), Gilbertson has shown that 4D5 antibody inhibited the growth of 
medulloblastoma cells in vitro, and Schaefer, Carter or WO 01/00245 teach that 
humAb4D5-8 antibody, monoclonal 2C4 antibody and humanized 2C4 antibody can 
treat cancer that expresses ErbB2. 

Double Patenting 

15. Claims 13 and 15 are rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 1 , 7 and 22 of US Patent No. 
6,627,1 96B1. Although the conflicting claims are not identical, they are not patentably 
distinct from each other. 

Claims 13 and 15 and their interpretation are set forth above (see paragraphs 

13). 

Claims 1, 17 and 22 of US Patent No. 6,627,1 96B1 are drawn to a method for 
treatment of a human patient diagnosed with cancer characterized by overexpression of 
ErbB2 receptor, comprising administering an effective amount of an anti-ErbB2 antibody 
to the human patient, comprising administering to the patient an initial dose of at least 
approximately 5mg/kg of the anti-ErbB2 antibody, and administering to the patient in an 
amount that is approximately the same or less than the initial dose, wherein the 
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subsequent doses are separated in time from each other by at least two weeks, wherein 
the cancer is glioblastoma, the antibody is a humanized 4D5 anti-ErbB2 antibody. 
Because glioblastoma is one type of blastoma, claims 1,17 and 22 of the US Patent 
No. 6,627,196B1 anticipate the instant claims 13 and 15. 

Claims 13 and 15 directed to an invention not patentably distinct from claims 1, 
17 and 22 of commonly assigned US patent No. 6,627,1 96B1 for the reasons set forth 
above. 

The U.S. Patent and Trademark Office normally will not institute an interference 
between applications or a patent and an application of common ownership (see MPEP 
§ 2302). Commonly assigned US Patent No. 6,627, 196B1, discussed above, would 
form the basis for a rejection of the noted claims under 35 U.S.C. 103(a) if the 
commonly assigned case qualifies as prior art under 35 U.S.C. 102(e), (f) or (g) and the 
conflicting inventions were not commonly owned at the time the invention in this 
application was made. In order for the examiner to resolve this issue, the assignee can, 
under 35 U.S.C. 103(c) and 37 CFR 1.78(c), either show that the conflicting inventions 
were commonly owned at the time the invention in this application was made, or name 
the prior inventor of the conflicting subject matter. 

A showing that the inventions were commonly owned at the time the invention in 
this application was made will preclude a rejection under 35 U.S.C. 103(a) based upon 
the commonly assigned case as a reference under 35 U.S.C. 102(f) or (g), or 35 U.S.C. 
102(e) for applications filed on or after November 29, 1999. 
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Conclusion 

16. No claims are allowed. 

Applicant's amendment and Applicant's submission of an information disclosure 
statement under 37 CFR 1.97(c) with the fee set forth in 37 CFR 1.1 7(p) on 4/19/06 
prompted the new ground(s) of rejection presented in this Office action. Accordingly, 
THIS ACTION IS MADE FINAL. See MPEP § 706.07(a) and 609.04(b). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

17. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hong Sang whose telephone number is (571) 272 8145. 
The examiner can normally be reached on 8:30am-5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms can be reached on (571) 272-0832. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Hong Sang, Ph.D. 
Art Unit 1643 
Sept. 15, 2006 




